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Introduction: Schizotypy is conceptualized to be on the continuum
of the risk for psychosis. However, previous studies that used the
dimensional approach to schizotypy failed to confirm the expected
relations between schizotypal traits and polygenic risk scores (PRS)
for schizophrenia. A taxonic approach is an alternative way of
looking at schizotypy, but to the best of our knowledge it has not
been used to explore the genetic architecture of this construct.
Objectives: The present study aimed to fill this gap by comparing
groups with different profiles of schizotypal traits on PRS for
schizophrenia and related phenotypes.
Methods: To find clusters with different combinations of schizo-
typal traits, we conducted data mining of an ethnically homoge-
neous cohort of 1377 healthy individuals completed the Schizotypal
Personality Questionnaire. Four clusters emerged, termed low,
positive, negative, and highmixed schizotypy. Approximately equal
groups from each cluster were selected for genotyping. After quality
control, PRS for schizophrenia, depression, neuroticism, and edu-
cational attainment were calculated for 320 individuals (mean age=
31.74, SD 12.25 years, 59%women) based on the summary statistics
of the largest genome-wide association studies of the respective
traits. The groups from different clusters were then compared
on PRS.
Results: The schizotypy groups were similar in age and sex com-
position but differed in educational attainment and neuroticism
(as measured by the Eysenck Personality Inventory), with the high
mixed schizotypes having the lowest education and highest neur-
oticism scores among the schizotypy groups. There were no statis-
tically significant differences between the groups in any PRS.
However, the high mixed schizotypy group showed the largest
PRS for schizophrenia, neuroticism, and depression. At a nominally
significant level, it differed from negative and positive schizotypes
in schizophrenia PRS and from low schizotypy in neuroticism PRS.
The positive and negative schizotypal groups had non-significantly
lower schizophrenia PRS than low schizotypy subjects.
Conclusions: Our study showed no reliable difference between
groups with different schizotypal profiles in PRS of schizophrenia
and related phenotypes. At the same time, a number of trends were
observed suggesting that only the high mixed schizotypy might be
viewed as a conditionwith an elevated genetic risk of schizophrenia.
This is in line with Meehl’s quasi-dimensional model of schizotypy
and warrants further investigation in larger samples. This work was
supported by the Russian Foundation for Basic Research under
Grant 20-013-00230.
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Introduction: Schizophrenia (SZ) is an inherited mental illness
that affects 1% of the world’s population. Schizophrenia is a com-
mon functional psychosis with some unifying features that appears
to have a universal distribution.Much of the research on SZ seeks to
identify physiological, biochemical, or genetic features that differ
between patients and healthy individuals. Biochemical factors rep-
resent an imbalance of certain biochemical substances in the brain,
especially neurotransmitters. Early studies focused on the brain
biochemistry of patients with SZ in terms of dysregulation of the
neurotransmitter network. There is evidence that elevated dopa-
mine concentrations are associated with positive symptoms
(i.e., hallucinations, delirium) of the disease. For example,
L-DOPA decarboxylase (DDC) is an enzyme involved directly in
dopamine and serotonin synthesis and indirectly in noradrenaline
synthesis. Therefore, the DDC gene can be considered a candidate
gene for schizophrenia and its activity is a good candidate for
functional analysis via epigenetic repression.
Objectives:We aimed to create a cellular model with a deregulated
DDC gene.
Methods:We constructed two lentiviral vectors, one expressing the
dCas9-KRAB-MeCP2 repressor under the control of a synthetic
tetracycline inducible promoter, and the other carrying a cassette
expressing two sgRNAs with spacers against the DDC promoter.
The SH-SY5Y cell line was sequentially stably transduced with both
lentiviral constructs, and cells carrying both constructs were
selected by the fluorescence of the GFP and RFP reporter proteins
encoded in the lentiviral construct backbones.
Results: Methyl-sensitive real-time PCR followed by high-
resolution fusion showed methylation of the DDC promoter. Cor-
respondingly, real-time PCR showed a two-fold decrease in DDC
expression in SH-SY5Y during tetracycline-induced expression of
the CRISPR repressor.
Conclusions: We developed a cellular model to study the contri-
bution of DDC deregulation to SZ-related molecular mechanisms.
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